Within-patient variability of mycophenolic acid exposure: therapeutic drug monitoring from a clinical point of view.
Exposure to mycophenolic acid (MPA) is highly variable among patients on standard dose mycophenolate mofetil (MMF) therapy. In addition, MPA exposure increases with time posttransplant and exposure is predictive for the development of acute rejection. Consequently, therapeutic drug monitoring (TDM) of MPA may improve clinical outcome, although a large within-patient variability could be a limitation. This study was designed to analyze the extent of within-patient variability of MPA exposure for area-under-the-curve (AUC0-12) and pre-dose concentrations (C0). For 9 occasions during the first 5 months after transplantation, AUC0-12 and C0 values from 45 renal transplant recipients, all using cyclosporine and corticosteroids, were divided into quartiles. When AUC0-12 or C0 changed 1, 2, or 3 quartiles within a patient from one occasion to the next, a score of respectively 1, 2, or 3 points was assigned. Doing this for all 8 between occasion intervals, the maximal score for within-patient variability could be 8 x 3 = 24 per patient. For AUC0-12, the median overall score was 3.4 of maximal 24. For C0 measurements, this score was significantly higher: 6.0 (P < 0.001). The higher overall score for C0 was explained by more quartile changes during the first weeks after transplantation. It is concluded that within-patient variability for MPA exposure is low in kidney transplant recipients during the first 5 months after transplantation. In the first weeks after transplantation, within-patient variability is larger for C0 than for AUC0-12.